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I, Dr. Markus Hecker, do declare that: 



1 . I am a citizen of Germany residing at Heidelberg. I currently hold the position of Full 
Professor and Chairman at the Institute of Physiology and Pathophysiology of the 
University Hospital Heidelberg. My research experience includes well over 100 original 
articles in peer reviewed international scientific journals and close to 40 review articles in 
scientific journals, journal supplements, conference proceedings and books. I have 
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trained in Biology, Biochemistry, Pharmacology and Physiology and hold several 
university degrees including a doctorate in Biochemistry and a state doctorate in 
Physiology. I have worked in cardiovascular research for almost 20 years, mainly 
focusing on molecular and cell biology issues in vascular cells. I have a special expertise 
in the analysis and therapeutic manipulation of transcription factors and in this capacity 
have been the inventor of 69 patent applications of which 9 have been granted. A copy of 
my curriculum vitae is attached. 

2. The findings revealed in the aforementioned patent application (of which I am an 
inventor) as well as in the two related publications M. Cattaruzza et al., Circ Res. 95, 
841-847, 2004 and I. Melchers et al., Arthritis Rheum. 54, 3144-3151, 2006 (of which I 
am the senior author and a co-author, respectively) of a higher risk of individuals 
homozygous for the T786C polymorphism of the human endothelial nitric oxide synthase 
(nos-3) gene for contracting coronary heart disease as well as rheumatoid arthritis are 
generally applicable to atherosclerosis. Atherosclerosis is a systemic and chronic 
inflammatory disease of the vessel wall of large conductance as well as small resistance- 
sized arteries (and arterioles) that may also present as transplant atherosclerosis, 
especially in solid organ transplants such as the heart, venous bypass graft vasculopathy 
and restenosis following angioplasty. The common denominator of both the classical type 
of atherosclerosis and its aforementioned variants is endothelial dysfunction, commonly 
referred to as a decreased bioavailability of endothelial cell-derived nitric oxide resulting 
in an exaggerated endothelial cell-leukocyte interaction and leading to chronic 
inflammation (excerpt from Cattaruzza et al. 2004: "Although cellular events leading to 
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the formation of coronary atherosclerotic lesions are not yet fully characterized, persistent 
dysfunction of the endothelium in affected arteries is an important aspect of this chronic 
inflammatory disease." And further: "The decreased capacity of the endothelium of CC 
carriers to generate NO is likely to promote the early phase of atherosclerosis and, as a 
consequence, accelerate plaque formation not only in the heart but also at other clinically 
important sites."). Depending on the location in the vasculature, atherosclerosis manifests 
itself as coronary artery or coronary heart disease which in the majority of cases leads to 
myocardial infarction and subsequently to heart failure. Atherosclerosis in the cerebral 
vasculature results in the majority of cases in stroke or multi-infarction dementia while in 
the periphery, especially in the arteries of the leg, it causes peripheral artery disease. 
Therefore applicable diseases for which the decoy oligodeoxynucleotides disclosed in the 
relevant patent application may be used for as drugs encompass atherosclerosis in general 
together with its manifestations coronary heart (artery) disease, cerebrovascular disease 
and peripheral artery disease as well as the sequelae myocardial infarction and heart 
failure, stroke and multi-infarction dementia and gangrene, respectively. Indications for 
which the disclosed treatment modality is equally suited include transplant 
atherosclerosis or vasculopathy (chronic rejection), venous bypass graft atherosclerosis or 
vasculopathy and restenosis following angioplasty. In addition, rheumatoid arthritis and 
closely related chronic inflammatory diseases which like atherosclerosis can be traced 
back to endothelial dysfunction (excerpt from Melchers et al. 2006: " In the last decade, 
the notion of RA as a leukocyte-mediated disease characterized by autoimmune reactions 
has been confirmed in many details. However, this view of the pathogenesis of RA has 
by-and-large obscured the role of a functional endothelium in the disease. In contrast, 
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evidence is mounting that patients with RA often develop endothelial dysfunction, 
possibly due to the presence of multiple proinflammatory stimuli. This may also provide 
an answer to the related question of whether RA itself constitutes a risk factor for 
atherosclerosis. In fact, patients with manifest RA have an increased risk of dying 
prematurely from cardiovascular disease as compared with the general population."), are 
amenable to treatment with the disclosed decoy oligodeoxynucleotides. 

3. I declare that all statements made herein of my own knowledge are true, and that all 
statements of my own belief are believed to be true, and further that these statements 
were made with the knowledge that willful false statements are punishable by fine or 
imprisonment, or both, under § 1001 of title 18 of the United States Code. 



Heidelberg, 11-22-2007 
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Mark us Hecker 



Address Institute of Physiology and Pathophysiology 

Division of Cardiovascular Physiology 
University of Heidelberg 
Im Neuenheimer Feld 326 
69120 Heidelberg, Germany 
phone +49 6221 544035, FAX +49 6221 544038 
e-mail hecker@physiologie.uni-hd.de 

Born: 04 January 1960 



Scientific curriculum 

1980-1985 Study of Biology at the University of Konstanz, Germany 

1985 Diploma (M. Sc. in Biology), University of Konstanz 

1 985-1 987 Postgraduate studies at the University of Konstanz 

1988 Dr. rer. nat. (Ph. D. in Biochemical Pharmacology), University of Konstanz 

1988- 1989 Visiting scientist, Department of Physiology and Biophysics, Georgetown 

University, Washington, D.C., U.S.A 

1989- 1990 Visiting scientist, William Harvey Research Institute, St. Bartholomew's 

Hospital Medical College, London, U.K. 

1990- 1991 Senior Scientist and Honorary Lecturer, William Harvey Research Institute, 

London 

1991- 1993 Lecturer, Department of Applied Physiology, University of Freiburg, Germany 

1993 State doctorate (Dr. rer. nat., habil. in Physiology), University of Freiburg 

1993-1996 Assistant Professor, Department of Cardiovascular Physiology, University of 
Frankfurt/M., Germany 

1996-2004 Professor (C3) and Head, Department of Cardiovascular Physiology, 
University of Gbttingen, Germany 

2004 - Professor (C4) and Director, Institute of Physiology and Pathophysiology, 

University of Heidelberg, Germany 

2006 - Head of the Division of Cardiovascular Physiology and Managing Director of 

the Institute of Physiology and Pathophysiology, University of Heidelberg 



Honors 

1987- 1988 Post-graduate scholarship, Boehringer Ingelheim Fonds 

1988- 1990 Post-doctoral fellowship, German Research Foundation (DFG) 
1991-1993 Lecturer fellowship, German Research Foundation (DFG) 

1993 Sandoz Award for Therapy-Related Pharmacological Research, German 

Society of Experimental and Clinical Pharmacology and Toxicology 

1994-1996 Heisenberg fellowship, German Research Foundation (DFG) 

2000 Wulf Vater Dihydropyridine Research Award, Wulf Vater-Foundation 
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